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Administration of Anti-D Immunoglobulin for Prevention 

of Haemolytic Disease of the Fetus and Newborn (HDFN) 

 

1. Purpose 

To provide standardized clinical guidance for the use of anti-D immunoglobulin (Ig) in Rh D-

negative pregnant women to prevent Rh alloimmunisation and associated complications such 

as Haemolytic Disease of the Fetus and Newborn (HDFN). 

 

2. Scope 

This guideline applies to all healthcare professionals managing Rh D-negative pregnant 

women in antenatal, intrapartum, and postnatal care across maternity units and emergency 

settings. 

 

3. Background 

• Prior to the use of anti-D Ig, alloimmunisation occurred in approximately 16% of D-

negative women following two D-positive pregnancies. 

• Postnatal administration of anti-D Ig reduced this rate to around 2%. 

• The introduction of antenatal prophylaxis (RAADP) further reduced sensitisation 

rates to 0.17%–0.28%. 

• Mortality associated with HDFN decreased significantly—from 46 to 1.6 per 100,000 

births. 

 

4. Clinical Guidelines 

Screening to determine blood group, RhD status, and the presence of red cell antibodies 

should be offered to all pregnant women early in pregnancy, regardless of previous screening 

history. 

For RhD negative women, additional screening using cell-free DNA (cffDNA) can predict 

fetal RhD status. This supports personal informed choice regarding prophylaxis and care, 

reducing unnecessary administration of anti D.  Please see hyperlinks below for 

information and pathway. 

If Baby is RhD negative Anti D is not required.  

Pathway for cffDNA testing  -  V1 Final pathway 

https://nhswales365.sharepoint.com/sites/PHW_ScrInfProComms/Antenatal%20screening%20documents/Forms/AllItems.aspx?id=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies%2FV1%20Final%20pathway%2Epdf&parent=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies&xsdata=MDV8MDJ8RGF3bi5BcHNlZUB3YWxlcy5uaHMudWt8OGMxOGMxNzhjZjRlNDhkOGViMjYwOGRlOGYzNWM0YmN8YmI1NjI4YjhlMzI4NDA4MmE4NTY0MzNjOWVkYzhmYWV8MHwwfDYzOTEwNTY1ODQzOTY5MTQ1NHxVbmtub3dufFRXRnBiR1pzYjNkOGV5SkZiWEIwZVUxaGNHa2lPblJ5ZFdVc0lsWWlPaUl3TGpBdU1EQXdNQ0lzSWxBaU9pSlhhVzR6TWlJc0lrRk9Jam9pVFdGcGJDSXNJbGRVSWpveWZRPT18MHx8fA%3D%3D&sdata=UXIrWFhPK003THRtM0RqNzNhWitIOGdDUnpVT0tGcldEM3dIVW5HQ1VWOD0%3D


 

A guide below for professionals on cell free fetal DNA (cffDNA) 

Screening Information for Professionals - cffDNA A Guide for Health Professionals V2.pdf - All 
Documents 

Please see Antenatal screening Wales Policy, Standards and Protocols below on cffDNA - 
section 5 

publichealthwales.nhs.wales/services-and-teams/screening/antenatal-screening-
wales/programme-reports/antenatal-screening-wales-policy-standards-and-protocols-v7/   

 

4.1 General Principles 

• Anti-D Ig should be administered as soon as possible following a potentially 

sensitising event—ideally within 72 hours. 

• If delayed, administration up to 10 days post-event may still offer partial protection. 

 

4.2 Management Based on Gestation 

A. < 12 Weeks’ Gestation 

Clinical Scenario 
Anti-D Ig 

Required 
Dose 

FMH 

Testing 

Mild PV bleeding, no pain, complete miscarriage 

(non-instrumented) 
No N/A No 

Heavy/repeated bleeding or with abdominal pain Yes 
250 

IU 
No 

Ectopic pregnancy Yes 
250 

IU 
No 

Molar pregnancy Yes 
250 

IU 
No 

Therapeutic termination (medical or surgical) Yes 
250 

IU 
No 

 

B. 12 to < 20 Weeks’ Gestation 

Clinical Scenario Anti-D Ig Required Dose FMH Testing 

Any sensitising event (bleeding, trauma) Yes 250 IU No 

Ongoing uterine bleeding Yes (every 6 weeks) 250 IU No 

 

https://nhswales365.sharepoint.com/sites/PHW_ScrInfProComms/Antenatal%20screening%20documents/Forms/AllItems.aspx?viewid=909dfb20%2Ddf45%2D481b%2Dbba0%2D3e784f1ee3c6&id=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies%2FcffDNA%20%20A%20Guide%20for%20Health%20Professionals%20V2%2Epdf&parent=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies
https://nhswales365.sharepoint.com/sites/PHW_ScrInfProComms/Antenatal%20screening%20documents/Forms/AllItems.aspx?viewid=909dfb20%2Ddf45%2D481b%2Dbba0%2D3e784f1ee3c6&id=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies%2FcffDNA%20%20A%20Guide%20for%20Health%20Professionals%20V2%2Epdf&parent=%2Fsites%2FPHW%5FScrInfProComms%2FAntenatal%20screening%20documents%2FEducation%20and%20training%2FBlood%20group%20and%20antibodies
https://publichealthwales.nhs.wales/services-and-teams/screening/antenatal-screening-wales/programme-reports/antenatal-screening-wales-policy-standards-and-protocols-v7/
https://publichealthwales.nhs.wales/services-and-teams/screening/antenatal-screening-wales/programme-reports/antenatal-screening-wales-policy-standards-and-protocols-v7/


C. ≥ 20 Weeks’ Gestation 

Clinical Scenario 
Anti-D Ig 

Required 
Dose FMH Testing 

Any sensitising event Yes 500 IU Yes 

Continuous uterine bleeding (single 

event) 

Yes (every 6 

weeks) 
500 IU Yes 

Intermittent bleeding Yes 
Based on 

FMH 

Yes (every 2 

weeks) 

Additional Doses: 

• IM: 125 IU per mL of fetal red cells 

• IV: 100 IU per mL of fetal red cells 

• 500 IU IM is sufficient for FMH up to 4 mL 

 

4.3 Routine Antenatal Anti-D Prophylaxis (RAADP) 

Regimen Dose Timing 

Single-dose 1500 IU Between 28–30 weeks 

Two-dose 500 IU each At 28 and 34 weeks 

• A blood sample should be taken at 28 weeks for group and antibody screening before 

RAADP is administered. 

• RAADP must be administered regardless of previous anti-D Ig given for sensitising 

events. 

 

4.4 Postnatal Management 

• Determine the newborn’s blood group from cord blood. 

• If the infant is Rh D-positive: 

o Administer at least 500 IU of anti-D Ig to the mother within 72 hours. 

o Perform FMH test on maternal blood. 

o Administer additional doses if FMH > 4 mL. 

 

4.5 Special Clinical Situations 

Scenario Recommendation 

Intrauterine death (IUD) with no fetal 

sample 
Give ≥ 500 IU within 72 hours of diagnosis 



Scenario Recommendation 

Intraoperative cell salvage (ICS) in C-

section, baby Rh D+ or unknown 

Give 1500 IU post-reinfusion; perform FMH 

test at 30–45 min 

Detection of anti-D in maternal blood 
Investigate immune vs. passive origin; if 

unclear, follow prophylaxis protocol 

Cord blood sample unobtainable Administer ≥ 500 IU anti-D Ig 

 

5. Contraindications & Hypersensitivity 

• Although rare, allergic reactions including anaphylaxis can occur. 

• Caution in IgA-deficient patients—risk of severe hypersensitivity. 

• Emergency medication (e.g., adrenaline) must be available when administering. 

• Discontinue administration immediately if signs of hypersensitivity arise (e.g., 

urticaria, chest tightness, hypotension). 

 

 

 

6. Administration Guidance 

Route 
Preferred 

Site 
Notes 

Intramuscular (IM) 
Deltoid 

muscle 
Gluteal injection may delay absorption 

Intravenous (IV) or 

Subcutaneous (SC) 

As 

appropriate 

For patients with severe bleeding disorders or 

thrombocytopenia (≤ 30 × 10⁹/L) 

• Women with bleeding disorders (e.g., severe von Willebrand disease) should be 

managed in consultation with a haemophilia centre. 

 

7. Documentation and Follow-Up 

• All anti-D Ig administrations must be clearly documented in patient records. 

• Track FMH test results and follow-up on required additional doses. 

• Communicate with relevant departments to ensure continuity of care. 
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SHOT flowchart to guide the appropriate 
administration of anti-D Ig (www.shotuk.org) 
 
 
 
 
 
 
 
 
 
 

Anti-D Administration Checklist 
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