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1. INTRODUCTION  

Rhesus disease is a cause of due to incompatibility between a rhesus negative parent and a 

rhesus positive baby.   Severity can range from mild foetal anaemia to hydrops fetalis in utero, 

which can ultimately be fatal.  Mortality from RhD sensitisation in the UK has declined 

significantly since the introduction of routine postnatal anti D prophylaxis in 1969.  However 

there is still significant morbidity and mortality affecting the pregnancies of Rhesus negative 

women with around 20 to 30 babies dying each year from HDN in England and Wales.  

Sensitisation usually occurs due to small fetomaternal haemorrhages occurring during 

pregnancy which go undetected, but may also occur if insufficient anti D is given after delivery.  

  

2. PREVENTION OF ALLO IMMUNISATION  

• Anti D prophylaxis given to non-sensitised Rh-D negative people following any potentially 

sensitising event  

• Routine Anti D prophylaxis is offered to all non-sensitised pregnant people who are Rh-D 

negative.  

• Postnatal prophylaxis  

• All pregnant people should have their blood grouping and antibody screening performed 
at booking (at 8 to 12 weeks) and once again at 28 weeks.  If antibodies are detected, 
they should be identified and if necessary quantified to assess the likelihood of HDN.  

• See table below for frequency of blood monitoring and titre levels  

  

  HDN causing 

Antibodies  
Action  Plan  

  
ABO or  
Rhesus   
Group  
Antibodies  

  
Anti-bodies present 

at booking  (no past 

history of HDN)  

  
Quantitate   
antibody  

  

  

  
If anti-D quantitation < 4iu recheck 

monthly until 28 weeks, then 2 

weekly thereafter  

  
ABO or  
Rhesus   
Group  
Antibodies  

  
Anti-bodies present 

at booking (plus 

history of HDN)  

  
Quantitate 
antibody  

  

  
Refer to specialist centre before 

20 weeks or sooner if anti-D 

quantitation >4iu  

  
ABO or  
Rhesus  
Group  
Antibodies  

  
Antibodies present 

at  34 weeks  

  
Quantitate  
antibody  

  

  

  
If anti-D quantitation  
Remains < 4iu re-check 2 weekly  

  
Kell or other  
non Rh HDN 
causing antibodies 
(see  

Appendix 1)  

  
Any antibodies 

present  

  
Discuss with  
Blood   Bank 

and refer to    

fetal medicine 

unit UHW  

  
Kell always need Fetal Blood  
Sampling  

  

  

  



Database No:  644  Page 5 of 16  Version  2 
Rhesus disease in Pregnancy Guideline  

3. ADMINISTRATION OF ANTI-D IMMUNOGLOBULIN  

For successful immunoprophylaxis, Anti-D should be given as soon as possible after every 
sensitising event but always within 72 hours.  If it is not given within 72 hours, every effort 
should still be made to administer Anti-D as a dose given within 9 – 10 days may provide some 
protection.  

  

Intramuscular Anti-D is best given into the deltoid muscle as injections into the gluteal region 

often only reach the subcutaneous tissues and absorption may be delayed.  

  

Written consent must be obtained prior to administering Anti-D.  

  

Record administration on drug chart, patient’s notes and on blood bank administration form.  

  

Dosage  

Anti-D 500 iu < 20 weeks (usually given on the gynaecological 

ward)  

Anti-D 500 iu > 20 weeks  

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Kleihauer  

  

To be offered following every sensitising event after 20 weeks gestation (if significant 

haemorrhage confirmed by kleihauer additional Anti-D to be given as required).  

  

  

4. ROUTINE ANTENATAL ANTI-D PROPHYLAXIS  

It is recommended that routine Anti-D prophylaxis is offered to all non-sensitised pregnant 

women who are Rh-D negative (NICE 2002).  However parents can opt out if they:  

Potential Sensitising Events 

 

 Amniocentesis, Chorionic villus biopsy, and cordocentisis 

 Antepartum haemorrhage/ Uterine bleeding in pregnancy 

 External Cephalic Version. 

 Abdominal Trauma ( Sharp, blunt, open/closed) 

 Ectopic pregnancy. 

 Evacuation of Molar pregnancy 

 Intrauterine death and stillbirth 

 In-utero therapeutic interventions ( transfusion, surgery, insertion of shunts, 

laser) 

  Miscarriage, threatened miscarriage. 

  Therapeutic termination of pregnancy 

 Delivery: normal , instrumental or caesarean  

  Intra-operative cell salvage 
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• Are to be sterilised after childbirth  

• In a stable relationship with the baby’s parent and they are known to be RhD negative or  

• Is certain not to have any further children  

• All Rh-D negative people will receive verbal and written information to enable them to 

make an informed choice  

  

If routine Anti-D is declined it must be documented in the women’s pregnancy book.  

  

Appointment sent by ADAU to attend routine Anti-D between 28 – 30 weeks of pregnancy.  

 

Procedure:  

Group and antibody screen sample must be taken prior to the injection at 28 weeks 

gestation. (If parent declines anti-D still take the group and antibody screen sample and send 

to the lab).  

 

If anti-D is identified in the booking sample then further investigations should be undertaken to 

determine whether this is immune or passive (i.e. previous administration of Anti-D). If no clear 

conclusion as to the origin of the anti D detected then the parent should continue to be offered 

anti-D Ig prophylaxis and should continue to be monitored monthly until 28 weeks gestation 

and fortnightly thereafter. 

   

Single dose 1500 IU (Rhophylac 300) given IM in the deltoid muscle.  The parent should 

remain in ADAU for 20 minutes to ensure no adverse reaction.  

   

Use of routine antenatal anti-D Ig prophylaxis should not be affected by previous anti-D Ig 

prophylaxis administered for a sensitising event earlier in the same pregnancy.   

 

 

5. SENSITISING EVENTS AFTER ROUTINE ANTI-D  

Anti-D must be given after any event even if routine prophylaxis has been given.  

Kleihauer to be taken if over 20 weeks gestation.  

  

Once Anti-D immunoglobulin has been administered during pregnancy it must be documented 

on the serology form – date Anti-D was given and documented in the hand held record.  

  

6. RECURRENT UTERINE BLEEDING  

Rh-D negative prent with recurrent PV bleeding between 12 – 20 weeks gestation should be 

given 500 iu Anti-D immunoglobulin at a minimum of 6 weekly intervals.  

  

After 20 weeks gestation Anti-D 500 iu should be given at a minimum of 6 weekly intervals.  

Kleihauer to be carried out at 2 weekly intervals.  If FMH > 4mls additional dose of Anti-D given 

as required.  

  

7. POST-NATAL PROPHYLAXIS  

A maternal blood sample for Kleihauer to be taken within 2 hours post-delivery accompanied 

by a cord blood sample.  If the baby is Rhesus positive, non-sensitised parent who are RhD 
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negative should be offered postnatal Anti-D immunoglobulin within 72 hours of delivery.  

(RCOG 2011). 

  

 Homebirths and early discharges from the postnatal ward:  

 

 Delivery suites should review early discharge procedures to avoid omission or late 

administration of anti-D immunoglobulin 

 In cases of early discharge , consideration should be given to administration of anti-D no 

later than day two of delivery in the community ( SHOT 2020) 

   

8. MANAGEMENT OF BLOOD GROUP IMMUNISATIONS  

  

1. On detection of any abnormal blood antibodies refer to next Consultant Clinic  

  

2. If partners’ genotype unknown – blood sample to be obtained  ( currently not offered 

under All wales screening) 

  

3. Paediatric referral form to be sent  

  

4. USS to assess fetal wellbeing  and evidence of hydrops   

  

5. If any evidence of hydrops refer immediately to Cardiff  

  

6. Give steroids if evidence of fetal compromise  >  24/40 gestation  

  

7. If low level of Anti D detected follow Anti D protocol for serial quantitative assay  

  

8. Refer to UHW if rising titre  

  

9. Non Rhesus D – refer to UHW for further assessment  

  

9. DECISION FOR DELIVERY OR WHEN IN LABOUR 

 (in the  presence of unusual/ High antibody  titre levels)  

      Inform: -              

           1.     SCBU  

2. Paediatric Department  

3. Blood Bank – cross match parent discuss exchange           

        Transfusion  

    

As much notice as possible needs to be given in order to ensure availability of blood for both 

parent and baby from Blood Transfusion Service.  

  

10. REFERENCES  

British Committee for Standards in Haematology (BCSH) (2011) guideline on anti-D 

administration in pregnancy. H Quereshi et al. 92014) BCSH guideline for the use of anti D 

immunoglobulin for the prevention of haemolytic disease of the fetus and newborn. January 

2014.  
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National Institute for Clinical Excellence (2008) National Institute for Clinical Excellence 
Guidance on the use of Routine Antenatal Anti D Prophylaxis for Rh D Negative Women. August 
2008 
 
Serious Hazzards of transfusions 9SHOT) (2020) Summary of Recommendations. Annual report 
2019.  

  

Royal College of Obstetricians and Gynaecology (2011) Royal College of Obstetricians and 

Gynaecology Green Top Guidelines Use of Anti-D Immunoglobulin for Rh Prophylaxis (22)  

available from https://www.rcog.org.uk/en/guidelines-research-services/guidelines/gtg22/ 
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 12.  FLOWCHART FOR ANTI –D ADMINISTRATION FOLLOWING A POTENTIALLY  

SENSITISING  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

RhD-negative person 

Has immune anti-D anti-D 

immunoglobulin 

not required 

YES N

o 

Sensitising 

episode 

Between 12-20 

weeks refer to 

Picton ward 

After 20 weeks 

Arrange appointment in DAU within 

72hrs of the event, if over 72hrs anti-D 

should still be given within 10 days of the 

event 

 

 

 

 

 Check blood group and parent’s identity 

 Kleihauer and group and screen to be taken (1 pink topped bottle). 

 anti-D 500iu to be administered IM into the deltoid muscle with 

informed consent (give regardless of whether routine anti-D 

immunoglobulin  prophylaxis has been given) 

 Place sticker from blood bank slip and document on page 15 in hand 

held notes 

 

Routine antenatal anti-D prophylaxis (RAADP) at 28 weeks must be administered 

regardless of anti-D that may have been given for potentially sensitising event 

To remain in DAU for 15-20 mins 

following injection 

Check kleihauer result and administer any further 

anti-D immunoglobulin as advised by blood bank 
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13 . FLOW CHART FOR  ROUTINE ANTI D PPROPHYLAXISIS 

 

 

 

 

 

 

 

 

 

 

 

 
  

RhD-negative person 

Appointment given for routine anti-D 

between 28+0 – 30wks gestation 

anti-D  

immunoglobulin 

declined 

 

 Check gestation correct 

 Take group and screen blood test unless taken within the last 2 weeks (check blood result 

if taken within 2wks and document result on page 15) 

 Check blood group  

 Verbal consent obtained 

 anti-D 1500iu to be administered IM into the deltoid muscle 

 Place sticker from blood bank slip and document on page 15 in handheld notes 

 Rhesus negative sticker on handheld notes 

 Complete blood bank slip and return to blood bank 

 

 

 

 To remain in DAU for 15-20mins following injection 

Observe for any reactions 

Has immune anti-D 

anti-D not 

required 

Yes No 

Document the reason for 

decline on page 15 in 

handheld record. 

28 blood still required 

28 weeks blood test for 

antibody screen must be 

taken within 2 weeks prior to 

the anti-D injection 

If Father of the unborn is confirmed 

D-neg then anti-D is not required 

anti-D 

immunoglobulin 

accepted 
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Patient Information Leaflet 
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