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Anti-D Immunoglobulin Administration 
Following Potentially Sensitising 

Events in D Negative Women 



 
The following guideline refers to non-sensitised D negative women in pregnancy. Women who are 

confirmed to have immune (allo) do not require anti-D. 

Adequate prophylaxis is effective in reducing the incidence of sensitisation. 

Consent should be obtained before anti-D administration in all events. 

Patient information document and green card should be given to patient following a D negative result at 

booking. 

 

Indications for administration – Potentially Sensitising Events (PSEs) 

Anti-D Ig 1500 IU should be given after the following: 

1) Vaginal bleeding with associated severe pain 

2) Evacuation of retained products of conception/molar pregnancy 

RPOC ≥12+0 Anti-D is required for conservative, medical and surgical management 

RPOC following miscarriage at <12 weeks Anti-D is required if surgical management or MVA is 

undertaken 

RPOC following miscarriage at <12 weeks Anti-D is NOT required in conservative or medical 

management 

RPOC following TOP (medical or surgical) at <12 weeks Anti-D is NOT required for conservative, 

medical or surgical management. 

Nb where the gestation at time of miscarriage is unknown or uncertain, treat as ≥12+0 

3) Invasive prenatal diagnostic procedures e.g. amniocentesis, CVS 

4) Other invasive procedures e.g. embryo reduction, insertion of shunts, intrauterine 

transfusion, laser therapy for TTTS, transabdominal cerclage 

5) Antepartum haemorrhage 

6) Abdominal trauma – sharp/blunt, open/closed 

7) External cephalic version 

8) Therapeutic termination of pregnancy  

 Anti-D Ig 1500 IU is required for women having a medical or surgical TOP on or after 12+0 

weeks’ gestation. 

 Anti-D Ig is NOT required for women having a medical or surgical TOP up to 12+0 weeks’ 

gestation. 

9) Spontaneous miscarriage, threatened miscarriage ≥12+0weeks (if the gestational age is 

different to the size of the fetal pole on ultrasound, the ultrasound measurements should be 

used) 

 

 Complete spontaneous miscarriage 
- Prior to 12+0 weeks – anti-D Ig not required. 
- ≥ 12+0 weeks - anti-D Ig 1500 IU is required. 

 Medical management of miscarriage 
- Anti-D Ig is not required for solely medical management of miscarriage prior to 12+0 

weeks. 



- Anti-D Ig 1500 IU should be given to all women receiving medical management of 
miscarriage ≥12+0 weeks. 

 Surgical management of miscarriage/Manual Vacuum Aspiration (MVA) 
- Anti-D Ig 1500 IU should be given to women undergoing a surgical procedure for 

management of miscarriage or MVA. This is also the case for women undergoing 
evacuation of uterus for molar pregnancy. 

 Threatened miscarriage   
- Anti-D Ig 1500 IU should only be considered in women with threatened miscarriage and 

a viable fetus prior to 12+0 weeks if PV bleeding is recurrent, heavy and/or associated 
with significant abdominal pain. 

- Anti-D Ig 1500 IU should be given to women with a threatened miscarriage after 12+0 
weeks gestation.  

 
10) Ectopic pregnancy   

 Anti-D Ig 1500 IU should be given to women who have surgical management of an ectopic 
pregnancy. 

 Anti-D Ig is not required for women who have solely medical management of ectopic pregnancy 
or a pregnancy of unknown location (PUL). 
 

11) Intrauterine death (IUD)  

 Diagnosis and birth of an IUD at ≥20+0 weeks should be considered as 2 separate PSEs. 

 Therefore, anti-D Ig 1500 IU should be given to women at the time of diagnosis of IUD, unless 
the patient presents in advanced labour. 

 At diagnosis of IUD ≥20+0 weeks, maternal bloods for Group & Save and Kleihauer should be 
taken. 

 At the point of diagnosis of IUD ≥20+0 weeks, Blood Bank would aim to process the request for 
anti-D in an urgent manner following a telephone call. There should be minimal delay for the 
patient. Ensure relevant details on the request form.  

 Please ensure Group & Save is repeated every 72hours until delivery. 

 Following birth, maternal Group & Save and Kleihauer samples should be obtained and sent to 
Blood Bank. Bloods should be obtained 30-45 minutes following delivery. 

 Administration of anti-D Ig 1500IU should be repeated as soon as possible and always within 72 
hours of delivery.  
 

12) Birth of D positive baby or baby of unknown Blood Group 

 Following birth, maternal Group & Save and Kleihauer samples should be obtained and sent to 
Blood Bank. The Kleihauer sample should be taken when sufficient time has elapsed to allow 
fetal cells to be distributed within the maternal circulation following birth, or manual removal of 
placenta. A period of 30-45 minutes is considered adequate. 

 Cord bloods should also be obtained from baby to determine baby’s ABO and D type. 

 If cord samples cannot be obtained, document on maternal request form and the neonatologist 
must be contacted to obtain a newborn group sample from the baby. Effort should be made to 
obtain cord blood to avoid unnecessary invasive sampling of baby. If the baby requires blood 
samples for any other reason eg sepsis or blood sugars, please obtain newborn group sample at 
the same time to avoid unnecessary sampling of the newborn. 

 If baby confirmed to be D positive, give anti-D Ig 1500 IU as soon as possible and always within 
72 hours of birth. 

 If for any reason a sample from baby cannot be obtained, the baby should be assumed to be D 
positive for the purposes of anti-D Ig administration. 

 If the Kleihauer test indicates a FMH >12ml then further anti-D Ig will be required. The dose 
advised will be dependent on the estimated volume of FMH. A further repeat Kleihauer should 
then be taken 72 hours after administration of the additional anti-D Ig if given IM and 48hours if 
given IV to ensure clearance of fetal cells. 

 Any postnatal D negative patients leaving the hospital without receiving anti-D Ig should be 
discussed with an obstetric consultant. 

 
 



 
 
     13) Intra-operative cell salvage  
 

Intraoperative Blood Cell Salvage, Obstetrics (555) | Right Decisions  
 

 When intra-operative cell salvage is used during a Caesarean birth, reinfused blood may contain 

fetal red cells.  

 The volume of fetal red cells in reinfused blood can vary from 1-20ml. 

 It is therefore recommended that a minimum dose of 1500 IU anti-D Ig is administered after 

reinfusion of salvaged cells if baby group is confirmed as D positive (or blood group unknown). 

 Maternal samples for estimation of FMH should be taken 30 – 45 mins after reinfusion of 

salvaged red cells. Depending on the Kleihauer result, an additional dose of anti-D should be 

administered if necessary and additional follow up Kleihauer sent as appropriate if there is a 

FMH >12ml. 

 It is important that clinicians inform Blood Bank if intra-operative cell salvage is being used to 

ensure that the correct dose of anti-D Ig is issued. This information should be added to the pre-

operative maternal request for Group & Save/Crossmatch. 

 
 
 
Timing of Administration 
 
Anti-D should be given as soon as possible and always within 72 hours of a sensitising event. If, 
however, this does not happen some protection may be provided even if anti-D Ig is given up to 10 days 
later. Women who are known to already be sensitised should not be given anti-D Ig. 
Dose of Anti-D 
 
The standard dose is 1500 IU intramuscularly. A 1500 IU dose of anti-D is capable of suppressing 
immunisation of up to 12 mls of D positive fetal red cells. Intramuscular anti-D Ig is best given into the 
deltoid muscle.  
Doses of 1500 IU of anti-D Ig are administered for RAADP. 
Doses of 1500 IU of anti-D Ig are administered following the use of cell salvage. 
In women with severe thrombocytopenia (platelet count ≤30 × 109/L) or a history of a bleeding disorder 

such as severe Von Willebrand disease, anti‐D Ig should be administered IV. Women with significant 
bleeding disorders such as Von Willebrand disease should be managed jointly with a haemophilia 
centre. 
Recurrent/ongoing bleeding 
 
<12+0 weeks 
See ‘Threatened miscarriage’ section above. 
12+0 – 19+6 weeks 

 If discrete episodes of recurrent PV bleeding occur, each new PSE should be managed separately 

with a further dose of anti-D Ig 1500 IU, regardless of the timing or dose of anti-D Ig given for 

previous events.  

 However, in the event of ongoing PV bleeding which is clinically judged to be as a result of the 

same potentially sensitising event (i.e. not suggestive of a new presentation or of significant change 

in the volume or pattern of the bleeding), anti-D Ig 1500 IU should be given at a minimum of 6 

weekly intervals. A plan for this should be documented in the notes by the patient’s obstetric 

consultant. 

≥20+0 weeks  

 Follow guidance for 12+0-19+6 weeks above. 

 In addition to giving anti D Ig 1500 IU at a minimum of 6 weekly intervals, Kleihauer testing should 

be performed after each bleed, or every two weeks if the bleeding is ongoing.  

https://rightdecisions.scot.nhs.uk/ggc-clinical-guidelines/maternity/common-obstetric-problems-intrapartum-labour-ward/intraoperative-blood-cell-salvage-obstetrics-555/


 If the bleed is > 12mls, a further dose of anti-D is administered as advised by Blood Bank. All 

Kleihauer results > 12mls should be repeated 72 hours after the additional dose of IM anti-D and 48 

hours after any additional dose given IV, and if still positive, should be discussed with the on-call 

haematologist. 

Kleihauer Testing 
 
This is not necessary under 20 weeks gestation but should be performed following events on or after 
20+0 weeks in order to assess the extent of any fetomaternal haemorrhage and ensure sufficient anti-D 
has been administered. When the Kleihauer indicates a bleed > 12mls, the appropriate additional dose 
of anti-D should be administered as soon as possible, as advised by Blood Bank. A further repeat 
Kleihauer should then be taken 72 hours after administration of the additional anti-D Ig if given IM and 
48hours if given IV to ensure clearance of fetal cells. 
 
Routine Antenatal Anti-D Prophylaxis (RAADP) 
 
Consent should be obtained before Anti-D is administered 

 Maternal Group & Save should be obtained BEFORE administering the RAADP. Do not wait for the 

results before giving a dose of anti-D Ig 1500 IU. 

 The routine use of RAADP should not be affected by previous anti-D prophylaxis given for 

sensitising events earlier in the pregnancy. 

 If the woman has had RAADP and has an antenatal sensitising event at any point in the pregnancy 

after this, then she should have a further dose of 1500 IU anti-D (or more if the Kleihauer is > 12ml). 

 Administration of post-partum anti-D prophylaxis should not be affected by whether or not RAADP or 

AADP as a result of sensitising event have been given. 

D variant red cells 
 
Some individuals have weak expression of D and are known as D variants. These patients should be 
considered to be D negative and should receive anti-D for potentially sensitising events and RAADP 
while further testing is being carried out to confirm the D type. Once the D type has been confirmed, the 
lab will issue a report to state whether patient should be treated as D negative or positive and will issue 
anti-D as appropriate if D negative. It is important to note that such women may have been told 
previously that they are D positive if they are blood donors, this may give rise to confusion. If there is 
uncertainty about a patient’s D type this should be discussed with Blood Bank or the haematologist on 
call. 
Passive Anti-D 
 
Passive anti-D may be detectable in the maternal circulation for many weeks or months after 
administration of anti-D. Its presence should not be a contraindication to giving further doses of anti-D 
should the clinical situation arise. If there is any doubt in whether to administer a dose of anti-D then the 
case can be discussed with the obstetric team and Blood bank. 
 
Allergic response to Anti-D 
 
Allergic reactions are very rare but severe hypersensitivity including anaphylaxis may occur.  
Symptoms of allergic or early signs of hypersensitivity reactions include generalised urticaria, tightness 
of the chest, wheezing, hypotension, and anaphylaxis. 
Adrenaline should be available for immediate treatment of acute severe hypersensitivity reactions. 
 
D Negative Women admitted with a Potentially Sensitising Event out with the maternity unit (for 
example A&E/Surgical dept/ HDU/ITU) 
 
In the event of any D Negative women being admitted directly to a clinical area out with the maternity 
unit, the clinician admitting the patient must ensure that any requirement for Anti-D is identified and 
prescribed appropriately. Discussion with the obstetric or gynaecology team is advised if there is any 
uncertainty. 
 



Clinical Risk Reporting 
 
In the event of: 

 An inappropriate dose of anti-D being administered 

 A delay to anti-D being administered* 

 Anti-D not being administered at all to a patient who is eligible and consenting* 

 Anti-D being administered to a patient who is ineligible 

 An adverse reaction to a dose of anti-D 

A Datix should be completed by the member of staff aware of the incident and the event should be 
reported to the Serious Hazards of Transfusion (SHOT) Committee by the clinical risk team. 
*In the event of a patient having a delayed or missed dose of anti-D, an appointment should be made 
for the patient at 6 weeks post birth with her obstetric consultant to discuss the event and a sample for 
Blood Group & Save should be obtained to check for the presence of immune anti-D. This should be 
repeated at 6 months post birth to ensure they have not been sensitised. 
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Anti-D Immunoglobulin Administration following potentially sensitising events in D Negative women - Summary 
Gestation LESS than 12+0 weeks 

Samples required  Group and Save* 

For the  
following PSEs (Appendix 1) 
 
 
 
 
 

Administer 1500 IU anti-D as soon as possible and always within 72 hours of event** 
Termination of pregnancy 

 Anti-D NOT required for women having a medical or surgical termination of pregnancy less than 12+0 weeks gestation. 
Ectopic pregnancy, miscarriage or molar pregnancy: 

 Anti-D required for women who have a surgical procedure to manage ectopic pregnancy, miscarriage or molar pregnancy.  

 Anti-D NOT required for women who receive solely medical management for miscarriage/ ectopic pregnancy. 

 Anti-D NOT required for threatened miscarriage or complete miscarriage or pregnancy of unknown location. 
Threatened miscarriage: 

 Consider anti-D Ig in non-sensitised D negative women if PV bleeding is recurrent, heavy and/or associated with severe 
abdominal pain 

Gestation 12+0 to 19+6 weeks 

Samples required  Group and Save* 

For any PSE (see Appendix 1) Administer 1500 IU anti-D as soon as possible and always within 72 hours of event** 
For continual uterine bleeding which is clinically judged to represent the same sensitising event, with no features suggestive of new 
presentation or significant change in pattern or severity of bleeding, minimum dose of 1500 IU anti-D given at 6 weekly intervals. 

Gestation 20+0 weeks to term 

Samples required Kleihauer Test and Group and Save* 

For any PSE (see Appendix 1)  Administer 1500 IU anti-D as soon as possible and always within 72 hours of event (Irrespective of whether RAADP given) ** 
As above for continual uterine bleeding but also must have 2 weekly Kleihauer testing. 

Does the Kleihauer test indicate further anti-D is 
required (>12 mLs)?  

Administer further anti-D following discussion with Blood Bank. Send follow up Kleihauer test after 72hrs of additional dose if given 
IM and 48hrs if IV until all fetal cells cleared  

Routine antenatal anti-D Ig prophylaxis (RAADP) 

Samples required Group and Save* - must be taken prior to anti-D administration  
Do not wait for results of Group and Save before administering anti-D 

Administration of RAADP  Administer 1500 IU anti-D at 28 – 30 weeks (Irrespective of whether anti-D has already been given for PSE)** 

At time of loss, late miscarriage, termination or birth ≥ 20+0 weeks 

Samples required Maternal samples - Kleihauer Test***, Group and Save* 
Cord samples - using the CHI generated for the fetus or baby, a newborn group would be requested 
If cord samples cannot be obtained, document on maternal request form and the neonatologist must be contacted to obtain a 
newborn group sample from the fetus or baby. Every effort should be made to obtain cord blood to avoid unnecessary invasive 
sampling of the fetus or baby.  

Is the baby’s group confirmed as D-positive?  Administer 1500 IU anti-D within 72 hours of late miscarriage, termination or birth**  

Does the Kleihauer Test indicate further anti-D 
required (>12 mLs)? 
 
 

Administer further anti-D following discussion with Blood Bank. Send follow up Kleihauer test after 72hrs of additional dose if given 
IM and 48hrs if IV until all fetal cells cleared  
 



 Intrauterine death ≥ 20+0 weeks 

Samples required at diagnosis and following late 
miscarriage or birth 

Kleihauer Test***, Group and Save* 

Administration of anti-D at diagnosis and 
following late miscarriage or birth 

Administer 1500 IU anti-D at diagnosis unless women present in advanced labour  
Administer 1500 IU anti-D within 72 hours of late miscarriage or birth** 
Note: Diagnosis AND delivery or birth of IUD are 2 separate sensitising events - anti-D should be given at diagnosis and a further 
dose given after delivery or birth, as there could be variable and significant delay between the two events**** 

Does the Kleihauer Test indicate further anti-D 
required (>12 mLs)? 

Administer further anti-D following discussion with Blood Bank. Send follow up Kleihauer test after 72hrs of additional dose if given 
IM and 48hrs if IV until all fetal cells cleared 

 

*Ensure that request form has full details of the PSE including gestation.   
**Confirm correct product batch number/expiry date, IU dose and women’s ID with the compatibility report. Document date and time given.  

*** The Kleihauer sample should be taken when sufficient time has elapsed to allow fetal cells to be distributed within the maternal circulation following birth or manual removal of 
placenta. A period of 30-45 minutes is considered adequate 
**** At point of diagnosis of IUD ≥ 20 weeks, Blood Bank would aim to process the request for anti-D request urgently upon receipt of a phone call about the woman   
Other important points:  

 Women who are confirmed to have immune (allo) anti-D do not require anti-D Ig  

 Following PSE (see appendix 1), anti-D should be administered as soon as possible and always within 72 hours of the event. If this deadline has not been met some protection may 
be offered if anti-D is given up to 10 days after the sensitising event. After 10 days, discuss with Consultant Obstetrician 

 Each new sensitising event should be managed with an appropriate additional dose of anti-D regardless of timing or dose of anti-D administered for a previous event 

 RAADP is a separate entity and should be always be given between 28 -30 weeks, regardless of other doses given for PSE 

 Cell Salvage guidance – a minimum dose of 1500 IU after reinfusion. Kleihauer test 30 -45 mins after reinfusion, may require further anti-D as per guidelines. It is important that 
clinicians inform the transfusion lab if intra-operative cell salvage is being planned. An anti-D request should be submitted pre-operatively. 

 If the presence of immune anti-D is suspected by the Blood Bank this must be discussed with a Consultant Obstetrician to ensure appropriate follow-up  

 Women who decline anti-D or were not given anti-D must be documented in BadgerNet and discussed with an Obstetric Consultant. Blood Bank should be informed that the dose 
of anti-D is no longer required. 

 Women with anomalous or indeterminate D typing results should be treated as D negative until confirmatory testing is complete. 

 

Appendix 1- Potentially sensitising events in pregnancy 

Evacuation of molar pregnancy Vaginal bleeding with associated 
severe pain 

Surgical management of ectopic pregnancy   

Antepartum haemorrhage/ Uterine (PV) bleeding  Miscarriage, threatened miscarriage  Amniocentesis, chorionic villus biopsy and cordocentesis 

External cephalic version Intrauterine death and stillbirth In-utero therapeutic interventions (transfusion, surgery, insertion of shunts, laser 
therapy for TTTS) 

Abdominal trauma (sharp/blunt, open/closed, 
RTA) 

Termination of pregnancy ≥ 12+0 
weeks 

All modes of birth 
 

Cell Salvage  Abdominal  Cerclage Evacuation of retained products of conception (ERPC) / instrumentation of uterus/ 
Manual Vacuum Aspiration* refer to full guideline  
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